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= (54) Title: TOPICAL ANESTHESIA COMPOSITIONS 
gj (54) &BJJ0)€f*: 

g= < 57 ) Abstract: Topical anesthesia compositions containing a topical anesthetic as the active ingredient and an anesthetic sustaining 
= a S ent selected from the group consisting of acidic mucopolysaccharides such as sodium chondroitin sulfate and cellulose derivatives 
= such & hydroxypropylcellulosc and being free from catecholamine. Because of having sustained effects appropriate for dental minor 
=== surgery such as tooth extraction these compositions are usable as safe topical anesthesia compositions for dental surgery or dentistry. 
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[Lidocaine :2-diethylamino-N-(2,6-dimethylphenyl )acetamide] $JJ&9"<ht* 

^f^^^Uii. Mi 1 ml U h*#>f > 20 mg SVx ^7>J> 0.0125 mg 

0.3-1.8 ml ©*-fffl^£ (ilIM^I©^SW^»#M)o 

©^H£$t& Lr^mm^mmmmim^mm^ s c ^ t & 5 (coiiins , 

V.J. , Principles of Anesthesiology , 2nd Ed. , Lea and Febiger , 
Philadelphia, 1976; WTO^^Jt30V>T{±, %&mtLTs ftJNE&hMt 

rtmofamj, A.mnmmmmmm, pp. 84-94, im^imc!)z.t)o 
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fg/Ljis X&i|iS^I©i|#4>ifc^lSi©fSa©& bT©&#©}g;it<l4 

b?%m&\z\±mmzn$-?%> z tzmfthx^Zo*®, 12 %-Q%mm&%m 

&mfc&$tiT^z>nmmv b*:&^>s&t£-& 1/80,000 (g/mi, imi 
0.0125 mg) (D^v%7 vy&m&znx^&t?, x.¥*7V>(Dmftm*mut 

thX 1/200,000 (g/ml)gg©x^^7 U Xlml %>tz D 7 U-^^*T*0.005 

^zm&LtzMmmfmm&mmznx^z mmm 1*097/07794)0 & o 

^^©■fe^p-xgl^ipfes&S^ipfeaifns^R^ ffftV K:*K>&£© 
±flB©»j|fca&^T^(S£*i;fco 
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ffiJft#JBfflf£*B ; > H d ^>M± r U AT-fc&±i3© 

*»BfJfl^©f^fflKrl«y***9it: «t DH#t^tiSo £0SgUB©#g: toasts 

m&^>Yuj?-ymm.i-Y «; ^at-&£±§b©{^&»j ,• -fe^p-x^^ 
*»^©ffl^»fc^*n5«wja^j©TOtt^fcis^^n*v^3A>r> N 
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& 1976 *Em2m&ft®m 202-205 it> ^32 ra^^tift^tc^oxia® 
tfc^s ±ffim©#«*Rrtrcfca£i:x &z5fc#sgBj©^^©w&j&fr# 

f->8»?&?K S4)$f^b^©{ir3>h*D^5 L >»^-hU^A-e^^o =»> 
fit* b ^afcXWI67?*So 

-k;PD— *©jc— b Ko^rS^nb^-fe^D-^x&b K 
lib HP*J/7DK;Mf;i/-b^p-^"Cife5o tFn^>^nt;M^i/-b;i/ 
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;i/-fe;i/D-^ 2208, 2906, mf 2910 &^#$ftgT*& l^ti&rt>j!££,£^B 

fc^UT 0.1 g-10 ggJ&©l6Hfr&^«£fc#-T?&.5o J3»ftti^8ffij$« 
©iiill^PKis mt£B*tfe&J*8^£*tB, 16, pp. 10-22, 1988; 
*4JftB^£*fg, 27, pp. 158-164, 1999 &iftfa«©^fc«t?)1S«!*oiEfltfc: 

EJt&*& 0.8-1.3. L < TO 1.0 fcMfi«fc«>0«Mb^ h 'J £A^©i3g 
<b#J ; pH *m 3.0-7.5, L < ft 3.3-7.0 ©t6BfcWS«fc»©*6RXt± 
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momeRxmemwMtbbtiTts*). ^±^mmmmMtvx, nmz. mm 

?^>Ml gSVttS'J h*#^ > 2 g *ffi»ffl3RS* 80 mL fc&JgU 
SifiiDxT pH4 Clilfc^ £fi£ 100 mL £&3«fc5fc&tJffi^g*£;&D;LT 

$12 (Jt»J) 

Sjis&p^T pH4 trnmLtzWis 100 mL .ta fcawMiseTk^in* 
«3 {mm) 
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m.ib'o-v h - $ a o. 1 g rv w& u k * > z g sai^^g* so il « 
n> HD-r ?>%mj- k e?A i g&xmstv > 2 g ^aw/sass* so 

mL CiSffPU ffiK*JS«lDi*r pH4 fcSHIbfe^ 100 mL £&3£-5fc: 

g*80mLtCJS)S¥U ffi»*«[«ID*T pH4 fcWfiLfc^ ±3£ lOOmL 

n > K d h U £ A 1 g. t h* n ^ 2/ 7°p hVl^ 9-)l-k)lu — x 1 g, 
StK^U W>2g 80 mL fcig#U i£^£3tgfti;tT pH4 

fcIIbf:tvM^ 100 mL fc«c5«fc-5t:^^®2k%liniT**W©jBBfJ* 

#i 7 (##1§hj : i; k ijj > pH6 

n > k p >r ^ h »; <7 a i g Ryim. k > z g*mtmm&*. so 

mL fc$g#U Tk^b^- h U ^A^jgSfiD^T pH6 tUBlf Lfc^ ±*£ 100 mL 

3> kp^ f->mtf- b u e?A i gxvaaiu K^-f > 2 g^am^^so 
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mL fcjftBU 7mihi- Y U «?A£MS&0;LT pH7 CllUfet, 100 mL 



SIi§fr7~8 3^ ftai90g~260g©Wistar!?y3H47y b£/?H\ Ml*] 
7iy h^tt^^^^ffi (SEP : Somatosensory Evoked Potential ) itMWWMO 

KMmomm^mm^^miau ^©sep^i [pi-Ni]£«tfco mm&n 
mmm^ so mi mwm&®*fi?tzo sep m%.i±,mffi.m$m 3 mm^o^m^ 

30#£T\ ^©^lO^tt 120^^T©th22|s|fTV\ > hn-;WI 

/Uajfco^Tfc^ ^©^T'^HTtbfco^^f^tVfe [Pl-Nl]&«}i 

mmmmzttmmtLT-sfrmzimu mm^ur com iiz^l tc 0 i 

RV8lz-o^Xi±im n=6 tU ¥^ftbt^bfco 

iwuftpm* ufccih * ^-r 0 i am u h * -r > 2 g 80 mL 

fcig»U ^*3SSiDx.T pH4 fcHKbfc^ £fi£ 100ml fcfcSidfcaf* 

./§a®*&j&n**t jbb& Ltcmmmmmmmmx^> *>.Mm2 & 100 mL tt^i u 
4)§^trruig©^m^M (t-^-h'jy^ ie«i3iiffiflixi*s5:#a»)" 
x tf * 7 > &^tr Ttsmommpmmmmyi (Mm 2 ) ^ mmcommnmmmR 



mm 



8 



WO 02/055107 PCT/JP02/00082 







m 




1 


2 


3 


4 


5 


6 


7 


8 


1 


2 


Control 


1 AA 


100 


100 


100 


100 


100 


100 


100 


100 


100 




61. 9 


62,0 


93.2 


62.8 


54.7 


5L7 


67.2 


71. 2 


65.5 


28.5 


2 


37. 7 


45.1 


46.9 


33.1 


15.5 


8.9 


45.6 


36.2 


56.4 


26. 1 


4 


45. 8 


31.7 


40.7 


19.6 


13.8 


8.0 


26.9 


23.4 


48.9 


16.5 


6 


34. 8 


20.2 


24.1 


15.7 


9.7 


3.7 


24.8 


15.0 


42.3 


10.9 


8 


31. 1 


14.7 


39.8 


17.0 


8.4 


0.5 


20.8 


14.0 


45.4 


6.9 


10 


28. 1 


14.6 


52.7 


15.2 


5.4 


3.1 


21.2 


11.4 


34.4 


6.9 


15 


52. 7 


50.5 


58.2 


16.0 


6.3 


3.6 


20.2 


13.7 


30.0 


2.4 


20 


.69. 4 


81.3 


73.1 


18.6 


15.0 


4.8 


16.2 


11.6 


39.4 


8.2 


25 


73. 7 


126.8 


97.5 


26.2 


21.0 


10.0 


20.4 


12.9 


52.8 


10.2 


30 


86.6 




94.1 


31.0 


19.6 


16.3 


19.5 


12.6 


58.6 


14.4 


40 


97. 2 




110.2 


51.8 


25.6 


16.9 


32.7 


19.2 


84.0 


18.8 


50 


104. 9 






68.5 


25.1 


28.3 


46.8 


26.9 


83.0 


30.6 


60 








87.4 


43.5 


28.6 


60.7 


33. 1 


108.3 


46.2 


70 








98.6 


55.3 


50.8 


69.8 


51.6 




57.4 


80 








107.4 


72.4 


73.2 


79.2 


70.7 




57.4 


90 








116.0 


83.8 


92.8 


89.9 


85.9 




70.8 


100 








110.3 


80.3 


92.9 


93. 1 


92.2 




93.3 


110 








115.2 


83. 1 


99.5 


98.3 


98.2 




103.3 


120 








110.5 


95.9 1 


93.2 


100.9 


110.1 




102.2 



9 



WO 02/055107 



PCT/JP02/00082 



11$ <Z>-|6 H 

4 . > KD>ff>Mt h >; >>AT^5i*©W life 

n i lis 3 mo^ttifr i mzmmcommm&mmmmo 

7. ^m«»^u F*j>x-&%mm®mfflm6mzmm®ftmmi 0 



10 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/00082 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K47/36, 47/38, 31/167, 45/00, A61P23/02 



According to International Patent Classification (IPC) or to both nat ional classification and IPC 
B. FIELDS SEARCHED ———————————— 

Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 A61K47/36, 47/38, 31/167, 45/00, A61P23/02 



Documentation searched other than rninimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1926-1992 Toroku Jitsuyo Shinan Koho 1994-1996 

Kbkai Jitsuyo Shinan Koho 1971-1992 Jitsuyo Shinan Toroku Koho 1996-2002 

1 Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA (STN), MEDLINE (STN), EMBASE (STN), BIOSIS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 5 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



PAAVOLA, Anne et al., "Controlled release of lidocaine 
from injectable gels and efficacy in rat sciatic 
nerve block", Pharm. Res., (1995), Vol.12, No. 12, 
pages 1997 to 2002 

GB 1570627 A (Chinoin Gyogyszer es Vegyszeti Termekek 
Gyara Rt . ) , 

02 July, 1980 (02.07.1980), 

Full text 

& HU 15104 A 



1-3,5-7 



1-4,6,7 



□ 

Further documents are listed in the continuation of Box C. Q See patent family annex. 



Special categories of cited documents: 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E* earlier document but published on or after the international filing 
date 

"U document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
"0* document referring to an oral disclosure, use, exhibition or other 



"P" document published prior to the international filing date but later 
than the priority date claimed 



T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

a Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
13 February, 2002 (13.02.02) 



| Name and mailing address of the ISA/ 

Japanese Patent Office 



Facsimile No. 



Date of mailing of the international search report 
26 February, 2002 (26.02.02) 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



Hi5?5ff4$g£ SNEtUK** PCT/JP0 2/00 082 



a. Kwomtzftmoftm (mmtVF&m (ipo ) 

Int. CI' A61K47/36, 4 7/3 8, 3 1/1 6 7, 4 5/00, A61P23/02 



W3lESrtTofc«/M!BStfi. (ggl#f?#g (IPC) ) 
Int. CI' A61K4 7/3 6, 4 7/3 8, 3 1/1 6 7, 4 5/00, A61P23/02 



B*B!UJ*r£&* 1 9 2 6-1 9 92 

B*mto9inmiBti&Qm 1971-1992 

B*m&M2m%tm'&m 1994-1996 

B:£S9MJ£r£S&&tt 1996-2002 



CA (STN) , MED L I NE (STN) , EMBASE (STN) , B I OS I S (STN) 





C. 88*1-5 




31/S.Suft© 
■)3=rzl\)~ * 




68511-5 
lS#©$Sffi©#-§- 


X 


PAAVOLA, Anne et al, Controlled release of lidocaine from 
injectable gels and efficacy in rat sciatic nerve block, 
Pharm. Res. , 1995, Vol. 12, No. 12, pages 1997 to 2002 


1-3, 5-7 


X 


GB 1570627 A (Chinoin Gyogyszer es Vegyszeti 
Termekek Gyara Rt. ) 
1980. 07. 02 
±X 

&HU15104A 


1-4, 6, 7 



t,© 

fPj BBDWWBIIrc. 0»oflBiM0^0£flE&&5tlU8! 



&-oxm&mtt£^t%z.L>hz> i b<o 



13. 0 2. 0 2 



B*B«WWr (I SA/J p) 
1 0 0-8 9 1 5 
fcJSCSmt B E8St* 88 =T B 4 # 3 * 



26.02.02 



03-3581-11 0'1 



4C 



9 8 4 1 



6 2 4 7 



«PCT/ISA/2 10 (1 9 98*7J) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 



LKfaded text or drawing 

□ blurred or illegible text or drawing 

□ skewed/slanted images 

□ color or black and white photographs 

□ gr^y scale documents 

□^lines or marks on original document 

□ reference^) or exhibit(s) submitted are poor quality 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




